Immediately after testing, mice were anesthetized with sodium pentobarbital (30 mg/kg) and perfused transcardially with 4% paraformaldehyde in 0.1 M phosphate buffer.
Given the cumulative non-acute effects of stress, to eliminate the influence of the last acute stress exposure and thus evaluate the effects of chronic stress, mice were sacrificed 1 day after the last stress session.
Antibodies. Antibodies against the following proteins were used in this study:
contactin-associated protein (Caspr), K v 1.1, contactin, and TAG1 (all polyclonal from Abcam, Inc., Cambridge, MA, USA); pan-Na v (K58/35), Neurofilament 200 (NE14) and CNPase (11-5B) (monoclonal from Sigma Chemical Co., St. Louis, MO, USA); neurofascin (polyclonal), glyceraldehyde-3-phosphate dehydrogenase (GAPDH) (polyclonal) and NDRG1 (polyclonal) and cluster of differentiation (CD)11b
(monoclonal) (all from Santa Cruz Biotechnology, Santa Cruz, CA, USA); mGluR3 (polyclonal from LifeSpan BioScience Inc., Seattle, WA, USA); adenomatous polyposis coli (Ab-7) (CC-1) (monoclonal), NeuN (A6) (monoclonal), myelin basic protein (monoclonal), NG2 (132.39) (monoclonal) and glial fibrillary acidic protein (polyclonal) (all from Millipore, Billerica, MA, USA); Phospho-NDRG1 (Thr346) (D98G11) (polyclonal from Cell Signaling Technology Inc., Danvers, MA, USA).
Preparation corpus callosum tissue samples. Mice were sacrificed and their brains were sliced into coronal or sagittal sections using a Brain Slicer Matrix (slice pitch 1.0 mm each). Sections were immediately placed in ice-cold phosphate-buffered saline (PBS). Gray matter regions around the corpus callosum were carefully removed using a Feather Surgical Blade (no. 11) under a microscope, and corpus callosum tissue was collected in clean tubes.
Sholl analysis. Mature OL morphology was analyzed using the Ghosh lab Sholl Analysis plugin for ImageJ (http://labs.biology.ucsd.edu/ghosh/software/, version 1.0).
The program superimposes a grid of concentric circles with increasing radii on an OL cell body, and then measures and combines the number of intersections made by the branching OL processes within each circle (starting radius 10 µm, end: 600 µm, thickness: 100 µm) 1 .
Western blot analysis. Western blot analysis was performed as previously described 2, 3 .
Cells and tissues were washed twice in PBS, harvested, and lysed in TNE buffer composed of 10 mM Tris-HCl (pH 7. GAPDH served as an internal control and was amplified using the following primers: shimming method based on spiral acquisitions was used before acquiring DTI scans 11 .
To correct for motion and distortion from eddy current and B0 inhomogeneity, FMRIB Voxel-based analysis was performed using SPM8 software. FA maps were compared between patients and healthy subjects using analysis of covariance (ANCOVA) with age and gender as covariates of no interest. We included age and gender as covariates because it was reported that they affect the white matter integrity 12 .
Statistical inference was done with a voxel-level threshold of P < 0.001, uncorrected 
